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CLAIMS 1-40 ARE PRESENTED FOR EXAMINATION 

Applicants' Information Disclosure Statement filed January 26, 2005 has been received 
and entered into the application. As reflected by the attached, completed copy of form 
PTO/SB/08A, (4 pages), the Examiner has considered the cited references. 

Claim Objection 

Claims 1, 4, 5, 14 and 32 are objected to because the term "BHA" and butylated 
hydroxyanisole are used in consistently throughout these claims. For the sake of formality, claim 
1 should be amended to include "butylated hydroxyanisole (BHA)" and the term BHA should 
then appear in the remainder of the claims. Appropriate correction is required. 

Claim Rejection - 35 USC § 112, First Paragraph 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claim 40 is rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for a therapeutic combination of the claim designated actives for the 
treatment of atherosclerosis, does not reasonably provide enablement for the prevention of 
atherosclerosis with said composition. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to practice the invention 
commensurate in scope with these claims. 

In order to overcome this rejection, applicants should amend claim 40, last line by 
deleting "or prevention". 
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The factors to be considered in determining whether a disclosure meets the enablement 
requirement of 35 U.S. C. 112, first paragraph, have been described in In re Wands, 8 USPQ2d 
1400 (Fed. Cir. 1988). Among these factors are: (1) the nature of the invention; (2) the state of 
the prior art; (3) the relative skill of those in the art; (4) the predictability or unpredictability of 
the art (5) the breadth of the claims; (6) the amount of direction or guidance presented; (7) the 
presence or absence of working examples; and (8) the quantity of experimentation necessary. 
Below, the Examiner has addressed the state of the art, the amount of direction or guidance 
presented and the presence of working examples. 

The burden of enabling the prevention of atherosclerosis would be much greater than that 
of enabling the treatment of atherosclerosis. In the instant case, the specification does not 
provide guidance as to how one skilled in the art would accomplish the objective of preventing 
atherosclerosis or how a patient could be kept from every being susceptible to this condition. 
Nor is there any guidance provided as to a specific protocol to be utilized in order to show the 
efficacy of the presently claimed active ingredients for preventing atherosclerosis. 

Specifically, it is highly unlikely, and the Office would require experimental evidence to 
support the contention that the claim specified active could actually prevent atherosclerosis by 
simply administering, by any method, an amount of the claim specified active agents. The 
specification fails to enable one of ordinary skill in the art to practice the claimed methods for 
preventing atherosclerosis. 

The term "prevention" or "preventing" is synonymous with the term "curing" and both 
circumscribe methods of treatment having absolute success (as interpreted in a broad, reasonable 
manner by the Examiner, see MPEP § 21 1 1). Since absolute success is not reasonably possible 
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with most diseases/disorders, especially those having etiologies and pathophysiological 
manifestations as complex/poorly understood as atherosclerosis, (see the Harrison's reference, 
cited by the Examiner at page 1 108-1 109 under the heading "Theories of Atherogenesis" which 
makes clear that the etiology of atherosclerosis is uncertain), the specification, which lacks a 
showing that atherosclerosis can actually be prevented, is viewed as lacking an adequate 
enabling disclosure of the same. 

The present specification is evaluated by the Examiner as directed by the Court in In re 
Marzocchi et al , 169 USPQ 367 (CCPA 1971): 

"Specification disclosure which contains teaching of manner and process of making and 
using the invention in terms corresponding to the scope to those used in describing and defining 
subject matter sought to be patented must be taken as in compliance with enabling requirement 
of first paragraph of 35 U.S.C. 1 12 unless there is reason to doubt the objective truth of 
statements contain therein which must be relied on for enabling support, assuming that sufficient 
reason for such doubt exists, a rejection for failure to teach how to make and/or use will be 
proper, on that basis, such a rejection can be overcome by suitable proofs indicating that teaching 
contained in specification is truly enabling." (emphasis added). 

Here, the objective truth of the statement that atherosclerosis can be prevented is doubted 

in light of the Harrison's reference where it is taught "Thus prevention of atherosclerosis, rather 

than treatment, is the goal Although an effective program has not been established with 

certainty, enough is known to act as a guide both in identification of those with a higher risk and 

in development of conservative measures that probably will reduce that risk. Thus prevention 

currently is equated with risk-factor reduction" (page 1116, col. 1 , 2 nd paragraph under the 

heading "Prevention"). 

Claim Rejection - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-40 are rejected under 35 U.S.C 103(a) as being unpatentable over Rosenblum 
et al. (U.S. Patent No. 5,846,966, cited by Applicants) in view of Saslawski et al. (U.S. Patent 
No. 6,372,255, cited by the Examiner), WO 96/09827 ("WO '827", cited by Applicants), Keller 
et al. (U.S. Patent No. 6,420,417, cited by the Examiner), the Handbook of Pharmaceutical 
Excipients ("the Handbook", the section cited by Applicants and by the Examiner) and the STN 
Registry File for Ezetimibe (cited by the Examiner). 

Rosenblum et al. teach a composition comprising a combination of l-(4-fluorophenyl)- 
3(R)-[3(R)-[4-fluorophenyl)-3-hydroxypropyl)]-4(S)-(4-hydroxyphenyl)-2-azetidinone, (ak.a., 
ezetimibe, (see The STN Registry file reference, the chemical names at the top)), which 
functions to inhibit the intestinal absorption of cholesterol, (col. 20, lines 39-44) and lovastatin, 
pravastatin, fluvastatin, simvastatin or atorvastatin (see col. 42, claim 5), which are preferred 
HMG-CoA reductase inhibitors (col. 6, lines 37-49). 
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Rosenblum et al. further teach that the composition may be presented in "any 
conventional dosage form" (col. 21, line 7), including tablets and suspensions (col. 21, lines 7-8). 
It is further taught that the formulations may include conventional pharmaceutically acceptable 
excipients and additives, such as fillers, binders, disintegrants, buffers, preservatives, anti- 
oxidants and lubricants (col. 21, lines 8-16). 

The patentees further teach that the formulation may be used for the treatment of 
atherosclerosis (col. 1, lines 19-25) and teach that such is a disease associated with a vascular 
condition (see present claims 38-39), i.e., "Thus, the inhibition of cholesterol is likely 
to... decrease the accumulation of cholesteryl esters in the arterial wall" (see col. 1, lines 33-42). 
Also, to the extent that claim 40 may be interpreted as being a kit type "therapeutic 
combination", it is noted that Rosenblum et al. teaches that the active agents "may be 
administered separately", thus representing a choice to one of ordinary skill in the to use either 
the composition disclosed in claim 5 or to prepare separate compositions for the therapy 
indicated. 

Rosenblum also teaches a typical daily dose for HMG-CoA reductase inhibitors of from 
0. 1 to 80 mg/kg and daily dosage levels of "about 10 to 80 mg per day" and the daily 
hypocholesterolemic dose for the cholesterol absorption inhibitor to be from about 0.1 to about 
30 mg/kg and also dosages, for the average 70 kg person, of from about 5 mg to about 1000 mg 
(see col. 21, lines 17-38). 

The differences between the above and the claimed subject matter lies in that Rosenblum 

et al. fail to teach: 
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(1) the presence of butylated hydroxyanisole (BHA) or the additional agents as required 
in present claims 6-13, 17-21 and 32-34; 

(2) the HMG-CoA reductase inhibitors rosuvastatin, cerivastatin and pitavastatin (see 
present claim 27); 

(3) the use of other compounds, except for hydroxy-substituted azetidinone compounds, 
(e.g., see the abstract), which function to inhibit the intestinal absorption of cholesterol (present 
claim 24); and 

(4) the present proportioning of ingredients. 

However, the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention 
was made to a person having ordinary skill in the art to which said subject matter pertains 
because: 

(1) Rosenblum et al. expressly teaches the presence of antioxidants (col. 21, line 15) 
which would have motivated one of ordinary skill in the art to select antioxidants known in the 
art. BHA was one such known antioxidant (see Saslawski et al. at col. 6, line 26). Also, 
Rosenblum et al. expressly teaches that the formulations may include conventional 
pharmaceutical^ acceptable excipients and additives, such as fillers, binders, disintegrants, 
buffers, preservatives, antioxidants and lubricants (col. 21, lines 8-16) which would have 
motivated one of ordinary skill in the art to select and use any ingredients known to have those 
functions in the formulations of Rosenblum. 
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It is noted in the Handbook cited by Applicants at page 49, col. 1 : "7- Applications in 
Pharmaceutical Formulation or Technology. Butylated hydroxyanisole is an antioxidant with 
some anti-microbial properties (reference omitted). It is used in cosmetics, foods, and phar- 
maceuticals particularly to delay or prevent oxidative rancidity of fats and oils and to prevent 
loss of activity of oil-soluble vitamins. Butylated hydroxyanisole is frequently used in 
combination with other antioxidants, particularly butylated hydroxytoluene and alkyl gallates, 
and with sequestrants or synergists such as citric acid."(emphasis added). While the present 
claims do not require fats, oils or oil-soluble vitamins, the teaching in the Handbook represents 
merely a preference and not a teaching that it should not be used in pharmaceutical compositions 
of the type present claims. Also, the present claims recite "comprising" and thus do not exclude 
the presence of fats or oils. In this regard, it is noted that Rosenblum et al. also teaches that an 
emulsifier may be present (col. 21, line 16), thus indicating that emulsions are contemplated. 
This would have further motivated the skilled artisan to use BHA in a composition provided for 
by Rosenblum et al. to protect the oil portion of the emulsion. 

Applicants' additional agents were among many ingredients known in the art as being 
pharmaceutically acceptable excipients and the selection of any particular pharmaceutical 
excipient to employ, in the absence of evidence to the contrary, is considered to have been a 
matter well within the purview of the skilled artisan. In support of this position that the claimed 
ingredients were known to be pharmaceutical excipients expressly taught by Rosenblum et al., 
the following references are relied on. Saslawski et al. teaches croscarmellose sodium as a 
disintegrant (see col. 5, line 47); microcrystalline cellulose, pregelatinized starch and lactose as 
diluents (see col. 6, lines 6-7); magnesium stearate as a lubricant (col. 6, line 18); ascorbic acid 
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as antioxidants propyl gallate, (col. 6, lines 22-24); sodium lauryl sulfate as a wetting agent, (see 
Rosenblum et al. at col. 21, line 16 "and the like" and Saslawski et al. at col. 28); and 
hydroxypropylmethylcellulose as a binder (col. 6, line 65). Also, the Handbook cited by the 
Examiner shows the following pharmaceutical excipients to have been known and thus falling 
within the teachings of Rosenblum et al.: citric acid is taught to be useful as an anti-oxidant 
(page 78, col. 1, section 2); edetate disodium is taught to be an "antioxidant synergist", (see page 
110, first full paragraph) which would have further motivated the skilled artisan to employ this 
agent because Rosenblum et al. teach the desirability of using antioxidant agents (col. 21, line 
15); and povidone is taught as a tablet binder or suspending agent (page 234, col. 1, section 2), 
(note Rosenblum also teaches that suspensions may be employed (col. 21, line 8). 

Thus, because the primary references teaches pharmaceutical excipients in general and 
also provides for specific functional classes of excipients, such would have motivated the skilled 
artisan to select from the excipients known. In the absence of evidence to the contrary, the 
selection of any particular excipient(s) is not seen to have been particularly critical. 

(2) rosuvastatin, cerivastatin and pitavastatin were known to be the HMG-CoA 
reductase inhibitors (see Keller et al. at col. 663, claim 2) which would have motivated one of 
ordinary skill to employ them in the composition of Rosenblum et al. because Rosenblum et al. 
teach cholesterol biosynthesis inhibitors, in general, may be employed (col. 3, lines 54-67) and 
that HMG-CoA reductase inhibitors represented such biosynthesis inhibitors (col. 6, lines 37-49). 

(3) One of ordinary skill in the art was also aware of WO '827 which also teaches the 
desirability of combining a cholesterol absorption inhibitor, (not of the type disclosed in 
Rosenblum et al.) and a cholesterol synthesis inhibitor, e.g., (HMG-CoA reductase inhibitors), 
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(see pages 3-6), as either separate compositions or as a single composition (see page 54, lines 19- 
22). Such knowledge would have imbued the skilled artisan with at least a reasonable 
expectation that other cholesterol inhibitors could be used besides those disclosed in Rosenblum 
et al. based on the common function of the compounds as cholesterol absorption inhibitors. 

(4) Rosenblum et al. teach that "the exact dose of any component of the combination to 
be administered is determined by the attending clinician and is dependent on the potency of the 
compound administered, the age, weight, condition and response of the patient." (col 21, line 
38-43). Thus, the dosage amounts would have been expected to vary and the presently claimed 
dosage amounts are not seen to be inconsistent with those taught or suggested by Rosenblum et 
al. Also, the proportioning of excipients would have also been expected to vary depending of the 
particular dosage form selected, the amount of other excipients present and the amount of active 
agents. The skilled artisan would have been motivated to vary the amounts of the active agents 
and the excipients for the above reasons. 

Accordingly, for the above reasons, the claims are deemed properly rejected and none are 

allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Raymond J. Henley III whose telephone number is 571-272- 
0575. The examiner can normally be reached on M-F, 8:30 am to 4:00 pm Eastern Time. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571-272-0951 . The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




Raymond J Henfey III 
Primary Examiner 
Art Unit 1614 



August 6, 2005 



